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Abstract of CN1432565 

The present invention relates to the preparation process of mercapto 
acetamide compounds. The process is one reaction process of two kinds c 
compounds in the condition with or without alkali. The mercapto acetamide 
compounds have wide physiological activity, may be used in improving 
ingestion behavior and treating central nerve diseases. In addition, it is the 
intermediate for preparing compounds with wide use, such as modafinil. 
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We claim: 

1 . A process for preparing a compound of formula (I): 




(I) 



wherein, Ri and R 2 can be the same or different, and represent hydrogen, halo, nitro, 
Ci-6 alkyl, hydroxyl or Ci_ 6 alkoxyl respectively; R 3 and R4 can be the same or 
different, and represent hydrogen, hydroxyl, Ci- 6 alkoxyl, C]. 6 alkyl and aromatic 
hydrocarbyl respectively; characterized in that the compound of formula (III): 




SM 



(m) 



wherein Rj and R 2 can be the same or different, and represent hydrogen, halo, nitro, 
C1.6 alkyl, hydroxyl or C|. 6 alkoxyl respectively; M is an ion of hydrogen, lithium, 
sodium, kalium, calcium, or ammonium etc.; 

is reacted with the compound of formula (IV) 

XCH2CONR3R4 

(IV) 

wherein, X is a leaving group such as halo, p-tosyloxy, mesyloxy etc.; R 3 and R4 can 
be the same or different, and represent hydrogen, hydroxyl, Ci- 6 alkoxyl, Ci_ 6 alkyl 
and aromatic hydrocarbyl respectively. 

2. The process according to claim 1, wherein the reaction is carried out in presence of 
alkali or free of alkali. 
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3. The process according to claim 2, wherein the compound of formula (III) is 
benzhydrol or the salt thereof; the compound of formula (IV) is chloroacetamide or 
bromoacetamide . 

4. The process according to claim 3, wherein the compound of formula (I) is 
diphenylmethylsulfhydrylacetamide. 

5. The process according to claim 4, characterized in that benzhydrol and sulfourea 
are condensed in the presence of acid; the product of condensation is separated by 
fi Iteration, and then directly react with chloroacetamide under basic conditions to 
obtain diphenylmethylsulfhydrylacetamide. 

6. The process according to claim 5, characterized in that the reactive solvent used in 
the preparation can be water, methanol, ethanol, acetone, tetrahydrofuran, DMF or the 
mixture thereof; and the reaction temperature is -30 to 150°C. 

7. The process according to claim 5, characterized in that the solvent is water. 

8. The process according to claim 6, characterized in that the reaction temperature is 
25 to 120°C. 
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The bridging paragraph on pages 2 and 3 of the description: 




(III) (IV) (I) 



The base in the reaction is an inorganic base such as sodium hydroxide, potassium 
hydroxide, sodium carbonate, calcium hydroxide, sodium bicarbonate, potassium 
carbonate, potassium bicarbonate, sodium methylate, sodium ethoxide, sodium 
hydride, ammonia water etc; or an organic base such as methylamine, diethylamine, 
triethylamine. The solvent in the reaction are water, alcohol, acetone or other water 
miscible solvents and the solution mixture thereof. The reaction temperature is -30 to 
150°C, preferably 25 to 120°C. For the operation's convenience, usually the common 
temperature to the boiling temperature of the reactive liquid is employed. 



Example 1 and 2: 

Example 1: the preparation of 2-[(diphenylmethyl) sulfhydryl] acetamide 

1.2kg sulfourea and 2L 37% hydrobromic acid are added into a 10L three-neck bottle, 
then 4L deionized water are added. The mixture is heated to 60°C, and 2kg 
benzhydrol is added into the mixture at one time. After reaction for 3 hours, the 
resultant mixture is cooled, filtered, washed with water, and dried to obtain white 
benzhydrylthiocarboxamidine hydrobromate. The yield is 99%. 

33g said product is added into a 250ml three-neck bottle. Then 25ml water and 12.5g 
NaOH are added to form a basic solution. The mixture is heated to 60 °C, and then the 
reaction system form a homogenous solution, namely form a sulfhydryl-substituted 
benzhydrol or the sodium salt solution thereof. The mixture is cooled to 50°C, then 
10.96g chloroacetamide are added in batch, and then react for 4 hours under a 
temperature of 60°C. The resultant mixture is cooled, filtered, and dried to obtain 27g 
white lardaceous solid, which is diphenylmethylsulfhydrylacetamide, m.p.: 
105-108°C (document: 108. 5°C), in a yield of 95%. HPLC analysis shows that the 
content is larger than 99%. 'H-NMR (CHC1 3 ) o:7.00-8.00 (10H, m, ph 2 ), 6.50 (1H, s, 
NH), 5.82 (1H, s, NH), 5.18 (1H, s, CH), 3.07 (2H, s, CH 2 ). 
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Example 2: the preparation of 2-[(diphenylmethyl) sulfinyl]acetamide 

1.6 g diphenylmethylthioacetamide and 5ml glacial acetic acid are added into a 50ml 
one-neck bottle. Peroxyacetic acid is added in drops at room temperature and under 
magnetic stirring. The reaction is monitored with TLC. When the raw materials 
completely reacted, 10ml water is added. The deposited white solid is filtered, washed 
with water, and dried to obtain 2-[(diphenylmethyl) sulfinyl]acetamide, 
m.p. 164-1 66 °C. The structure is confirmed by 1H-NMR. 
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% m # »n/i3js 



MM^ a-ffg^m* £3Mfe$> deoxyehedrine m N-¥l 

20 Eliel, E. L. ? Wilen, S. H. 

ft-g^Aft-ffc^: Wiley: New York, 1994, ft Jacques, J R&fafoZi 
WtW, Wiley: New York, 1981,^^-H^£jW::£SP3l A 

25 

^ ^iS^iJ 1: 

30 £ 10 min BtfUrt, & 48%tfj HBr7KM(25.3ml, 0.226mol, 1.2 
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& « 45 $g 12/1 3]5 



^#)inAi!l— ^^¥^(35.00g, 0.188mol, 1 ^*)fP^JK(17.40g, 
0.226mol, 1.20 ^#)£Pm^Rt/7k(35.5mV52.5ml)ft:t#$£ , 4 3 » £2JP 
A^I^^M^inl^IIJ 70°Co ft 70°C 3h, ft 55 ^S+rtilft 

ipiW 9.3NM#U-k4$7K*§*£(58ml, 0.542mol, 88 ^S)7K^^JaiP9^ : ?4 J 
IB] # c ft 70°C Tt# 1 .5h 1LB , ft 1 5min ft in A 0 ^GfcR$/7.K(80ml/79ml) 
WmZiHtJK^^(26.6g, 0.282mol, 1.5 ^g)o ft 70°C TES^ lh 

^#T^SiSm^^. ipAZ,M(34.7ml, 0.601mol, 3.2 ^ft). £ 30min 
rt^HtJPA 30%ii^,{fcM.(38.4ml, O.376mol, 2 ^4). lh 
W&fo®.^^^ 20°C, #iPA7k(263ml). 'mm&W-Wift 0°C 

m#3±^o *&jg&«&a?*$fc. ^7jc^i^@#, =?mnm%mm 

(47.9g, 80.4%). ^S^ffigrfSlffl ¥0tl^ffiM^ii^^o 
2: 

& 70°C T2JP&! — ^S¥0(2OO.OOg, 1.075mol, 1 ^S)#l$iflK 
(99.4g, 1.293mol, 1.20 ftC3£/7K(477ml/300.5ml) ft 

BlS 5minBt fa] !*liP A 48%HBr 7X^^(1 45ml , 1.29mol, 1.2 ^S). ft 
70°C Ti&# 3h iLfe , ft 50min BtlU ftiESlMP 9.3N gl#l4fcfPzk$§?£ 
(321.7ml, 2.825mol, 2.63 ^*)7K^^J3iPB^^ + fa]#. £ 70°C TM# 
1.5h^l^, £ 15minBt(B]f*liPA^^^B<J^Z.®feK(152.3g, 1.612mol, 
1.5 ^#)o ft 70°C 30min B, &i£&&*I-£-W*P£'J 55°C 
±m&. &£T£i5ft7k*B» ^7K(600ml)iPAiljT^^iS^c 

45min 0 B * T SB ft tR *I . #B A Zl & (173.3ml, 
3.000mol, 2.79 ^S). £ 80min fc^tiJlRA 30%31^, <ffc^,(175.4ml, 

i.7i8moi, i.6%m;)*ft55 o c&W5oft®m,m&mmm,¥i7kmm(275 S ) 
mn-^s.mm^o &*TSPft7K*s, ^^mm^nm o-5 o c e 

}jqA-f«(386g)##i£&&$gl^ ^Bil^^IUftlc^^, ffizK 
^P-iC^^^@#,^#5'J^^^(216.7g, ^j*^ 69.3%, *E£ 

93.9%). m®Tmfg£km¥mnf&n&}n&#fe* 
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